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has potential 
introduced into coronary 
ipheral arteries in vivo, with resultant expression of gene 
s. In addition, we show that a percutaneous catheter 
approach can be used for localized gene transfer into coronary 
arteries. This method offers an interventional approach to the 
treatment of cardiovascular disease through gene therapy. 
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Vessel wall injury in either acute coronary smdromes or 
during coronary angiaplasty is associated with increased 
procoagulant activity and frequent intracoronary 
thrombi. Accordingly, the aim of this study was to 
assess plasma levels of tissue plasminogen activator 
activity (t-PA) and piasminogen activator inhibitor-l 
activity (PM-P) prior to and at i, 6, and 24 hr after 
experimental vessel wall injury (INS). In 26 
atherosclerotic rabbits, IN9 was produced by angioplasty 
of iliac arteries IPL 18, while 8 rabbits with no 1N.l 
seared as controls (C). Histology in 9 rabbits from INJ 
group revealed medial INJ in all enimals. t-PA levels 
Baseline 1 hr 6 hr 24 hr 
C 13.53k2.07 11.97+1.81 14.16+0.99 12.6721.32 
INJ 14.89+1.02 13.5720.87 14.7320.86 16.64+1.05 
t-PA levels were not different between C and INJ groups. 
AI-l levels (AU/ml, mean -+ SEM) were as follows: 
Baseline 1 hr 6 hr 24 hr 
C 21.%0+1.34 22.7252.50 21.6623.57 22.2822.67 
INJ 21.7911.27 22.61k1.11 32.05&1.47+ 23.99k1.16 
Thus. PAI- activity increased significantly at 6 hr 
followitlg INJ (*QiO.Ol vs INJ at baseline, 1, 24 hr and 
vs all times in C group). In contrast, C group showed n, 
change throughout the study period. 
Conclusions: 
1) Fibrinolytic activity was transiently impaired 
following deep vascular wall injury as a result of an 
increase in PAI- activity. 
2) In addition to other procoagulant mechanisms, PAX-1 
elevation in the presence of vessel wall injury may play 
a role in the pathogenesis of acute coronary syndromes. 
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To test the hypothesis that thrombosis and platelet 
dcri\,ed growth factors contribute to restenosls after 
angioplasty (A) and that their remo\.sl using a 
thrombclytlc agent will influence the restenosis rate, we 
performed a study in 17 NZW rabbits with bilateral focal 
femoral atherosclerosis who were undergoing A. Rabbits 
were randomized to either a 3 hr infuslon of tissue 
plasminogen activator (tPA), 3mg/kg, or saline (S). 
Balloon A (2.5mm balloon; 3 x 6Osec, 10 Atm inflations 
605~~s apart) WJS performed 60.1 2 3 mln (mean L 1SD) 
after commencement of lnfuslon of tPA or 5. Anglograms 
were obtained at basellne. 6 2 2 min. and 28 z 1 days 
post-Balloon A. Rabbits were sac.riflced after the flnal 
anglogram. Serum fibrinogen (me/dl! was measured at 
basellnt-: 256 f 132 fn tPA vs. 205 L ?? ,‘n 5, NS, and 
after lnfuslon: 108 - 59 in tPA VS. 2% - 158 in 5, pc 
0.05. There were no acute occlusions, perforations or 
hemorrhages: (Hb; 10.1 2 1.8 to 8.6 2 0.2, N’S, in tPA and 
10.7 2 1.3 to 10.9 2 2.8, NS ln 5, oxer t1.e lnfuslar. 
prrlodi. The mlnlmum anglographlc lumen diameter 
measured 28 days after A changed from 1.2 L 0.1 to 1.7 f. 
7 (Pc.11) in the t-PA group and from 1.4 + 0.3 to 1.0 z 
0.6 in the control (PC.03). Thus CPA at a dose which 
decreased serum fibrinogen by about 60% resulted in a 
decrease in the restenosls rate. We postulate that this 
observation may be related to the removal of thrombus 
derived growth factors by the thrombolytlc agent. 
